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General materials and methods:
All commercially available reagents and solvents were purchased and used without further purification. All microwave reactions were carried out in a sealed microwave vial equipped with a magnetic stir bar and heated in a Biotage Initiator Microwave Synthesizer. 1 H spectra were recorded using an Inova 400 (100) MHz spectrometer (Varian). Samples were analyzed for purity on an Agilent 1200 series LC/MS equipped with a Zorbax™ Eclipse XDB-C18 reverse phase (5 micron, 4.6 x 150 mm) column having a flow rate of 1.1 mL/min. The mobile phase was a mixture of acetonitrile and H 2
General Procedure for the synthesis of 3:
O each containing 0.05% trifluoroacetic acid. A gradient of 5% to 100% acetonitrile over 8 minutes was used during analytical analysis. High-resolution mass spectroscopy measurements were performed on an Agilent 6210 Electrospray TOF mass spectrometer.
Method 1:
To a solution of isatoic anhydride 4 (3.07 mmol, 1.0 equiv) in 15 mL acetonitrile (or N,Ndimethylacetamide) was added R 3 NH 2 (3.22 mmol, 1.05 equiv). The mixture was put on a shaker and stirred for 24 h. Upon completion, the mixture was concentrated to dryness to afford 3 and taken on crude to the next reaction.
A solution of 7 (400 µmol, 1.0 equiv) in EtOH (6 mL) was treated with 3 (440 µmol, 1.1 equiv) and ytterbium trifluoromethanesulfonate (200 µmol, 0.5 equiv) and heated to 80 °C for 2-6 h. The reaction mixture was concentrated under reduced pressure and purified via column chromatography on silica gel. The isolated product was triturated with Et 2 Synthesis of N-(4-(5-(3-(furan-2-ylmethyl)-4-oxo-1,2,3,4-tetrahydroquinazolin-2-yl)-2-methoxybenzyloxy)phenyl)acetamide (1a).
O to afford the desired product.
2-amino-N-(furan-2-ylmethyl)benzamide
Method 1: To a solution of isatoic anhydride (500 mg, 3.07 mmol, 1.0 equiv) in 15 mL acetonitrile was added furfurylamine (313 mg, 3.22 mmol, 1.05 equiv). The reaction mixture was put on a shaker and stirred for 24 h. Upon completion, the mixture was concentrated to dryness and taken on crude to the next reaction.
2-Amino-N-benzyl-6-methoxybenzamide:
To a solution of 2-amino-6-methoxybenzoic acid (0.841 g, 5.0 mmol, 1.0 equiv), benzylamine (0.643 g, 6.0 mmol, 1.2 equiv), and diisopropylethylamine ( 1.935 g, 15.0 mmol, 3.0 equiv) in 50 mL of dichloromethane was added 2-chloro-1,3-dimethylimidazolinium chloride (1.099 g, 6.5 mmol, 1.3 equiv) at room temperature. The mixture was stirred at room temperature for 6 hours, poured into water, and extracted with dichloromethane. The organic solution was successively washed with aqueous saturated NaHCO 3 and water. The organic layer was dried over MgSO 4 and the solvent was removed by rotary evaporator. The residue was purified by column chromatography (silica gel, 2% 2.0 M ammonia MeOH solution in CH 2 Cl 2 ) to give 2-Amino-Nbenzyl-6-methoxybenzamide (0.593 g, 46%) as a solid. HPLC: t R = 4.72 min,UV 254 Following the general procedure for the synthesis of 7, a solution of 3-(chloromethyl)-4-methoxybenzaldehyde (300 mg, 1.62 mmol, 1.0 equiv) and 4-acetamidophenol (271 mg, 1.79 mmol, 1.1 equiv) in 10 mL acetonitrile was treated with potassium carbonate (1.1 g, 8.12 mmol, 5.0 equiv). The mixture was heated to 150 °C in the microwave for 15 min. Upon completion, the mixture was filtered and concentrated to dryness to afford N-(4-(5-formyl-2-methoxybenzyloxy)phenyl)acetamide (462 mg, 95% yield) as a solid, which was taken on crude to the next reaction. Following the general procedure for the synthesis of 1, a solution of N-(4-(5-formyl-2-methoxybenzyloxy)phenyl)acetamide (120 mg, 400 µmol, 1.0 equiv) in EtOH (6 mL) was treated with 2-amino-N-(furan-2-ylmethyl)benzamide (95 mg, 440 µmol, 1.1 equiv) and ytterbium trifluoromethanesulfonate (50 mg, 80 µmol, 0.2 equiv) and heated to 80 °C for 6 h.
N-(4-
Upon completion, the reaction mixture was concentrated to dryness and purified by column chromatography over silica gel using 7-50% EtOAc/Hexanes gradient elution to afford 1a. 
N-(4-(5-(3-(3-(Dimethylamino)propyl)-4-oxo-1,2,3,4-tetrahydroquinazolin-2-yl)-2-methoxybenzyloxy)phenyl)acetamide (1k).
418.1773, found 418.1775. 25 (d, J=15.7 Hz, 1H), 5.68 (d, J=2.3 Hz, 1H), 6.61 (d, J=7.8 Hz, 1H), 6.67 (t, J=7.4 Hz, 1H), 3H), 9 H), 7.66 (d, J=6.7 Hz, 1H), 7.75 (d, J=8.6 Hz, 2H) The general procedure for the synthesis of 1g was followed with the substitution of 4-acetamidothiophenol for 4-acetamidophenol in the synthesis of 7 to afford 8a as a solid (32 The general procedure for the synthesis of 1b was followed with the substitution of 4-acetamidothiophenol for 4-acetamidophenol in the synthesis of 7 to afford 8b as a solid (15 To a solution of 1a (99 mg, 200 µmol) in EtOH (5 mL) was added DDQ (54.5 mg, 240 µmol, in 4 mL of acetonitrile). After stirring at r.t. for 4 h, the mixture was concentrated under reduced pressure and purified via column chromatography on silica gel using 7-50% EtOAc/Hexanes gradient elution to afford 9a as a solid (56 mg, 52% yield To a solution of 1g (102 mg, 200 µmol) in EtOH (5 mL) was added DDQ (55 mg, 240 µmol in 4 mL of acetonitrile). After stirring at r.t. for 4 h, the mixture was concentrated under reduced pressure and purified via column chromatography on silica gel using 7-50% EtOAc/Hexanes gradient elution to afford 9b as a solid (49 mg, 49% yield To a solution of 1b (15.0 mg, 29 µmol ) in 2 mL of DMSO was added MnO 2 (87 mg, 0.29 mmol). The mixture was heated at 80 °C for 12 h. The solid was filtered and the solvent was removed under reduced pressure. The residue was purified by chromatography on silica gel (7-60% EtOAc in hexanes) to afford 9c (8.1 mg, 54%). 
N-(4-(5-(3-(2-Hydroxyethyl)-4-oxo-1,2,3,4-tetrahydroquinazolin-2-yl)-2-methoxybenzyloxy)phenyl)acetamide (1l

